Multiple sclerosis and lichen ruber planus are clinically and histologically distinct complex disorders of putative autoimmune aetiology that are fairly commonly observed in isolation but rarely found in combination. Only two previous reports have described lichen skin disorders in association with multiple sclerosis. The present report describes the case of a 51-year old Caucasian woman exhibiting both familial multiple sclerosis and lichen ruber planus. This combination may have occurred by chance or it might imply that these disorders share common mechanisms in their pathogenesis.
Introduction
Multiple sclerosis (MS) is a chronic disorder that exhibits focal demyelinated plaques and diffuse global injury of the central nervous system, particularly the brain. 1 Lichen ruber planus (LP), a subacute to chronic papulosquamous dermatose disorder, differentially affects the skin, mucus membranes, nails and hair. 2 Both MS and LP are clinically and histologically distinct complex disorders of putative autoimmune aetiology that are fairly commonly observed in isolation but rarely found in combination. The combination of these two disorders with altered immune regulation could facilitate the identification of contributing factors or reveal unexpected aspects of their aetiology and pathogenesis. A link between autoimmune skin disoders and MS has been demonstrated in bullous pemphigoid, 3, 4 however, there are only two previous reports describing lichen skin disorders associated with MS, one of which refers to cutaneous LP 5 and the other to lichen sclerosus. 6 A rare case of familial MS associated with LP is reported here.
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numbness or tingling in the right leg and the face, in particular the lips. These disturbances had persisted for 3 -4 days and were more pronounced in heated spaces. Neurological examination showed mild pyramidal syndrome on the right side and a normal fundus on both sides. Aside from slight C3-hypercomplementaemia (166 mg/dl), haemogram, blood chemistry, routine urinalysis and related tests were normal. Serology was negative for Borrelia burgdorferi, Treponema pallidum, hepatitis B, hepatitis C and human immunodeficiency virus. Isoelectrofocusing (IEF) assay of the cerebrospinal fluid demonstrated intrathecal synthesis of immunoglobulin (Ig)G (1.48 g/l; oligoclonal IgG bands positive-type 2 on IEF assay). Brainstem auditory and somatosensory evoked potentials were normal. Visually evoked potentials were delayed in both visual pathways, though predominantly the left.
On T 2 -weighted fast fluid-attenuated inversion-recovery brain magnetic resonance imaging (MRI), multiple periventricular and juxtacortical white matter lesions were revealed on both hemispheres and the right brainstem. Gadolinium-enhanced T 1 -weighted image showed several homogenous areas of enhancement on the left side of the centrum semiovale. Chest radiography showed no thymic tumour. A diagnosis of probable MS was established 7 and the patient was successfully treated with IV methylprednisolone (1 g/day for 5 days).
At At age 51 years in January 2008, the patient presented at the Department of Dermatology, School of Medicine, University of Zagreb, with widespread purplish, minute, pruritic papules involving the skin of the thorax (upper back), abdomen, and flexural creases of the arms, elbows and lower legs. Linear excoriations and brownish pigmentation appeared on the flexor surfaces of the forearms. The lesions did not involve the nails, scalp, face, palms, soles, buccal and oesophageal mucosa or vulvovaginal area. These skin changes had been present since the spring of 1989 but were considered to be dermatitis. The patient had no metallic dental restorations or constructions, which can cause oral LP 2 and/or MS relapse. 8 Laboratory tests disclosed lymphocytosis (55%) and serum protein electrophoresis showed slightly increased α 1 -(4 g/l), α 2 -(8.5 g/l) and βglobulins (10.5 g/l). Antinuclear antibody was not detected by indirect J Sepčić, S Ristić, O Perković et al.
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immunofluorescence. Histological analysis of a skin lesion biopsy revealed mild epithelial hyperparakeratosis, focal hypergranulosis, basal cell hydropic degeneration (liquefaction) and dense bandlike mononuclear (lymphocytic and histiocytic) inflammatory infiltration immediately under an irregular acanthotic epidermis (Fig. 1) . A diagnosis of LP was finally established 2 and the patient received oral antihistaminic agents (cetirizine dihydrochloride 10 mg/day for 15 days and loratadine 10 mg/day for 30 days) and topical steroids (betamethasone twice a day for 30 days) with partial efficacy. New lesions of the skin appeared after discontinuation of therapy.
In line with the Declaration of Helsinki, 1996, article II, written and signed informed consent was obtained from the patient for publication of this case report.
Discussion
The patient described presented with two fairly common clinically and histologically distinct autoimmune disorders that affect tissues of ectodermal origin. The diagnoses of MS and LP met current diagnostic criteria. 2, 7 A link between autoimmune skin disorders and MS has been demonstrated in bullous pemphigoid; 3, 4 however, there are only two previous reports describing lichen skin disorders associated with MS. 5, 6 In analysing the deaths of 50 patients with LP, and Rebora 5 found that autoimmune disorders, including ulcerative colitis, MS and primitive pulmonary sclerosis, were more common in patients with LP than those with psoriasis or in the general population. McGrath and Davies 6 reported a case of lichen sclerosus in the chronic wound of a patient with severe MS. The present case report is the third to show an association between lichen skin disorders and MS, and the first to describe LP associated with familial MS. This is noteworthy because both LP and MS have autoimmune characteristics and may, therefore, share some epidemiological, clinical and pathogenic factors that could help to clarify their aetiologies.
The prevalence of both MS and LP is higher in middle-aged adults, especially females and Caucasians, than in children and older adults. 2, 9 Although not rigorously proven, several precipitating factors (viral infections, stress, medication, etc.) may interact to elicit the appearance of both these disorders. 8, 10 Their clinical courses generally alternate between exacerbations and remissions, but LP relapses are not necessarily associated with MS relapses. Both disorders are frequently associated with vitiligo, alopecia areata, myasthenia gravis, ulcerative colitis, dermatomyositis, coeliac disease, acquired hypogammaglobulinaemia and other immune-related disorders. 2, 11 Individuals with MS or LP may be genetically predisposed to cell-mediated immunity disorders which have abnormal Tlymphocyte responses to specific external antigens. 6, 12 Indeed, both disorders respond to non-specific immunosuppressive drugs (corticotherapy, tacrolimus, alefacept) that are known to be T-cell selective agents. 13 -15 Both disorders also have genetic forms: several familial cases of LP have been reported, 16 and familial clustering of MS was first described in 1922. 1, 17 The prevalence of MS and LP varies with geographical area, possibly indicating regional differences in genetic susceptibility. 9, 18 The present patient's family history included a daughter and second cousin with clinical MS. Although there is no strong consensus regarding the clustering of autoimmune disorders within MS probands and their families, numerous studies have shown an increased risk of autoimmunity in patients with MS and their first-degree relatives. 19 -22 To date, several studies have described the possible coexistence of MS with autoimmune skin disorders, including pemphigoid, 3, 4 pemphigus vulgaris, 23 scleroderma 24 and psoriasis. 20 This is the first reported case of both familial MS and LP occurring in a patient.
In conclusion, this is the third report of an association between MS and lichen skin disorders. This combination may have occurred by chance or it might imply shared mechanisms underlying their pathogenesis.
